cannot be stated that it is necessary 10 continue for the rest of the
patient’s life once ART is started,, and therefore it is necessary for both
the physician and patient to0 have a common undersianding of the
treatment period. When adverse reactions appear, there are cases when

should be di d even though the treatment was found
10 be effective
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The 3rd Japan-Asean Men's Health and Aging Conference

RISK FACTIORS INFLUENCING ERECTILE DYSFUNCTION IN AGING MALE

Hiroyuki Konaka, Kazuhiro Sugimoto, Eitetsu Koh, Mikio Namiki
Department of Integrative Cancer Therapy and Urology,

Kanazawa University Graduate School of Medical Science

Introduction: The prevalence of erectile dysfunction (ED) is common and bothersome problem in
aging male. Recently there have been a considerable number of studies in  both late-onset
hypogonadism syndrome (LOH) and metabolic syndrome (MS). however, little is known about
involvement in ED. The purpose of this study is to assess the relationship of ED onset to the
existence of LOH and/or MS.

Methods: In 153 men mean age 64.8 years (range 42~84), International Index of Erectile Function
(IIEF5) questionnaire, serum free-testosterone (T), glucose tolerance, lipid metabolism, blood
pressure, and waist circumference were examined. ED and LOH was diagnosed by 1IEF5

score = 11 and serum free-T < 8.5 pg/ml, respectively. MS was determined by diagnostic criteria in
Japan of 2005, namely, central obesity and two of the following: impaired glucose tolerance (IGT),
hypertension (HT), and dyslipidemia. Logistic regression was used 1o test univariable and
concomitant multivariable these factors associations with the occurrence of ED.  If their univariable
P value was less than 0.25, variables were considered for the multivariable models. The data
relationship between ED and age were also analyzed using Pearson’s correlation coefficient.
Results: Simple logistic regression methods revealed that IGT was a significant ED risk factor
(P=0.036 and OR =2.346). Multiple logistic regression methods among HT, IGT, and LOH also
demonstrated that IGT was a significant risk factor (P=0.042 and OR =2.301). Logistic regression
analysis in patients without IGT showed that LOH was a significant risk factor (P=0.033 and OR
=5.623). Neither of HT, dyslipidemia, nor central obesity, as to MS related factors, was a
significant risk factor. Moreover there is a highly significant statistical negative correlation
between I1EFS score and age (r=-0.457 and P<0.001).

Conclusion: These results of present study suggested that IGT was only independent ED risk factor

but LOH was also risk factor after exclusion of patients with IGT.
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DYRZ AL CER, WMiiE0 4 % EloOR T2 302 Mo s A7 1o 2B &1L,
SE T LA RLET Thoat(ERFN P=0.037, P=0,032, P=0.022 ), 7= ZXH X M8 41
DA 7,70, HEMAGRIZIToTURVES 5.72 Thols,

[#53#&] ABFRIZEWVT, free-T 1T ED OUARZELTROLN A ot, BRIFIEHIZFEI &, AYH
Vo2l Fu—AOH BT EF (SENEDLIRV, RIS hTH i oS B ICHR
STIRHAERENEDLNE, PEE~EED ED (Z/324M, M, iSRG L TuE,
AT CIHEMEA PR b, 26R5MMB L ETHLE BN,
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19 o] B ARVEREF 2 RIS
LOH (late-onset hypogonadism) fEfRRE THAMENORIHIEMR TRz BV TEECHS

RRKF M PC W REEF AR, B, WE5 -, AR, AT, JEHE,
il RS, WRE, Rk

RS RMEE R ES T =1

(K PR MR AL I SRR 7 O o Sra stz 5 — A W

[155#] LOH (late-onset hypogonadism) SERBEILNNMIZ CED B HEVE MR B AR IR F & Al i 12 #9 L
L= MEaThn, R TIEE2H T LL T free-T (free-testosterone) 24 L v6d 2007 4E 1
RICEORHRO T3 20 BITENI=. W4, free-T O Fid MS (Metabolic syndrome) . 22 A2~
EPEORE, $ERIZEWE 52 TOAILAEESRTVLAY, I3k, ML %
SOE THAYMICHEL TV AL SIS, TS THEIR 2 12X, AHIZE5 LOH EEFOS
WA RE = & . LOH SEBBEO fFEEMN fLlif = b — {2 5.2 28Iz U Tinih, MS @
& T, WEE MO A LD RES D RSN EMET T,

[k g Ji k] 326 (10D 2 RUBKBR TR 2 0 Sl L=, SEMNT 40~T5 iR () £8D;61.8£7.96%) .
MS B2l SN By v e A MR BRES . TG, HDL-Chol, WR#EIM - DL3E I IF . 25 IE0% i B ik 7 —
F#REMLL, FOBELLAD MS OF K T (PRI VG5, fuiis e, oUe e o 432
L=, # TG fiLfiE -4 HDL-Chol MAE. WlLEic oL TESHIEHEL ST TOWSEAICITENF
O THILLE, B EORBEMICSWVWTIRT A —RCElIL 2, Inf B RREE T
SEMBEAZHED FBIZICHEL free-T B.5pg/ml Al LOH MEGRE L2 L 1=, BYRMBRMA AFT
AAZFEVY HbAle 6.5% L0 L& ma - ro— A FREEHLE. Mo he— L FRABWNE
YEL., ERMELT>THROB TICOWTHIZ AT 4o Z7ER 0 (HER/ 2 ER) 217>
e
[k - 252 1 (] 0k (N=326) TARITL7- 8 &, LOH SEFERE ; P=0.225, PIBRIENS & M (==}
90cm B L) ; P=0.036, PRI A (B5cm LA L) ; P=0.588, it I T2 45 ; P=0.799, fJE ffi;
P=0.132, fERhF Rz L ; P=0.051 Tih-7=, LOH SEREEL M= bo—A RROH ELRVRT7
72 #—TIdad o H, PIEREV R (85cm BA E T34, 90cm AL TIEBLEMS) i
fiBie) 22774 #—Thh -1 (age-adjusted odds ratiolAOR)=1.676,

95%Cl1=1,040-2,731, P=0.036) . Z#s EAts, MIIERF RIS M= bo—L R R K&
ElL L2 TWHEEZONEED, YA N0cmEL LOEHEZBAL TESITRNAT- 7
(N=212), ARHTHE BRI, LOMAE B 8E ; P=0,033. fid i BEIRAL ; P=0.678., /£ af; P=0.193, ik
WHFAR L P=0.139T&Y | AIMRAR RSB AR A UL OHAE (6 BE I i = b — LR R A7
WV AL 7 728 — TCdh-1= (AOR=1.875, 95%CI=1.058-3.372, "=0.033) , S612, W% HEARHTC
POLTHY RELRER THALEZLNTZIR T (LOHAEBRE, i JEM i, MEH P HAL) £ &0 T
ZEMANT AT 7205, RLITVLOHAEFREX A il Fo— L R ROMSILIN A2 7 724
—Cdh-1= (AOR=2.029, 95%CI=1.131-3.708, P=0.019).,

[RE3&] PIBRNE D5 RN A2 IR, free-TOE F. BISLOMAE BRI X M= ba— LK RO
ML LIV A2 77 28 —ThHLEZ BN, LOHIEFERE THAD & ORI 1 RS B0
THMI-HE THhDH LT,



fx#EEF

o
| |
CYP17 [H H+H 18
rs6163
rs6162
rs743572 rs10883783
1 kb
5
CYP3A4 2740574 2242480 12333983
rs rs s
5kb
5 3
SDR5A2 o | = | —
36.9Kb
rsb23349
2 kb -
< 1.1 n ?
IGF-1 & LY
rs7965399 rs5742657
l 20 kb l
5 3
IGFBP-3 I
| —+— |
rs3793345 rs3110697
2 kb
_ = UTR I= CDS  — = intron/intergenic region

exon



Tetra-primer amplification refractory
mutation system (ARMS) -PCR

Outer Inner
forward forward

..... P ==PC
e=——=————— = |
Th‘unr

Inner Quter
reverse reverse

corT

L LT Gene fragment

- - 44— T-specific allele

= == | 4 — — C-specific allele

Four primers are used: the two outer primers
amplify a fragment of the gene that contains
an SNP (white box). The inner primers are
designed to amplify the two allelic states
(e.g.,in a C—T transition, one primer will
amplify the C allele and the other the T allele).



AIAEERX 1
B R Lo R T MR AT 7 ff B R A

[ 2H&S | ]
SRk 20 £ 5 H 30 B
SRKFRLE RTINS
B RS A ETRIFEGREREERE B
WM E A
(% RATH) WA BE =)

MAERFERL B AR

L. ] RERTGR T (R,
i3 % iz

TFRiZ20WT, HlEEEZHRHLET.

4
AR E O K4
WA #Hk Ef
1. W4
J0E B MEVE IR AR T REMEREL 351 AIERER M2 BUE LA B E T- B Ok
2. WHEmEE4 At Tig 4
ST MURIRPEIR SR HE#dR
hip BLZ [ ol Bifi
HH (=B fitm@AE R i - 1P E Bz
AV N (7 &l Bh#
2R HEF [7l =R

3. WMESO MR TR M OBEE (WS, e +5ZL,)

AL WL ISR 6 (AT [ E O %
F Lz P54 4 OFE I B B0 28 123303 I RIRTZE D1 > Cln, A, A0
FEM{LL- (VT BIBED QOL (1 LA CISD, OIS b
NTWAH. TO—RELT, 7 FaZ @itk (ART) ZIALH ELT v Fx A
L IR O >, 2 C, MM BN IEARIE T AEBERE = 351 5
UGS (SNPs) 2B, 520 5) HRA MR A A s e L B S B 5 (B
2R, ART A ER TR, 77— AL R EREORE ST RIS BT 2 e #e B
B2+, (i REEH)

4. FREERIZY > THBEMBIZRS LFIZONSABLTERL~D

L i

FAERAREHOTHSRBRAETY, CBCTRBELRGT 5. ATFROM
nu&ﬁbﬁﬁ&ﬁﬁﬂ&ﬁﬁ%h&éﬁﬁ%&bﬂﬁ&ﬁ&%ﬁéﬂ%&u&
V. BIAFEOBIEOL kI, FFRAGEORG LB S migiERA{T, 8
#mmkmﬂuﬁAmﬁﬁmﬁﬂ%mﬁﬁmfa S5, BEDT A7
~&$towt%ﬂmﬁﬁﬂﬁ%muaﬁﬁ%ﬁWﬁﬁmﬁﬁ%m#¢%mﬁ
| BEE AR E CERVWEIICL ETIT. (R RE2)

5. WF4E% o FEha sy

SRR FHIBEPELIREFF g, bl K ORISR
ERKZWIBIEBEA W - (RBIIRAR KR, Fblie X OWFfEs
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6. HFEERME : AKBAVLLTRE 224331 BET

7. EANEEERE
Mk B MIEWBULREER T

8. EAWHORMBO T iE (likk oTRER 4 L2 s A o] BEE 4 (L2 W 52)
B L7 X 5 I e e A (ki TE A, Rl 5.

9. FOfh
BT ~&Z LizL.

1. HEORSBE LS ERIEFZRAOZ L
2. HMFEEHEREBMEOREELZRNFOZ L
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W

Tt -

B

vg

I BRI R RELS FAEBRREIC B STAMIRZIEZ REL 55l = T 2 RO Mgl

WS E

AHFAEIE, 546 95 Pt 6 7 98 Wl BN G2 (B 4 6 78 95 30) T iR/ Ot LT TS &l & 0F
FEIC B AF7E | (250 DM AT FEO 1 2T A, kB PEVEIRBRIE I F € (LOH) LEBERE I 5175
— LI LR (SNPs) DRRAT &7 2 F a7 24 Foi i (ART) (2363 SRR Ie 52 4k - HEPUHE R T 0 Rl
(2do T, MADRBYAZR2F% ML, ART OHEBHARRLRIEM TR, MLV BRI, BT
itk oMB~LRIEIEHLLLIC, T—7—AFEHROMLZRA S, SNPs fETICIE, 1) 287
ART 7 o—FL2) EHlEF7 7 e—F02ohF EEHVS.

2. %R

ABOFEAEISHE, @il Bk QOL AL TR, FLFEILFERILHE Ao 5 FR L
ABFTTHENTUS. FO—RELTT - F A VLV EHFRBEE LB TSR0, filh Bk
NEAE FICEE T8 THEIC T OEMO LB RBMS N 2285, KL, BAEAHiF
FREI R T AR AT IE K E At A EEL, EEN Eia T D Aba i M R IR
BLTEE—FT, BHoxT5 ART i3RI #EE Lichs.

Wl BHEOMEFR LB AR TFIC K SR E A 24 57E ThD LOH FEMRIEIC BT S, ART OFfF
SR ENA 2D TR IS S TU eV, £2C, LOH MEMREEIZX 5 ART OF 21EA HiE
FTHELLIZ, LOH fEGERE B+ AEF 2 RAATL, ART OIaHEA M- bkl s 2 6 e
TAZECEST, HADREHAZRL T NS, ART OEHRRSCRIER TR, HLVLEWE, &
WIER THEOME~ERS TSNS,

i, ARFTEIE, IE4 57 A0 70 S il 8 & (JE A5 B ZE 9P 36) TG iR O PR £ AR FIo D4l
A PHEIC M D78 Iz BT MBI ED 1 2 Thb.

. BiY

ABFRIL, LOH FEGERED il 7 Lh360 DNA ZHL, LOH fEEREC-+5 s T 280
BEHTE ART OIEFORZ M- B s FoOREZ HE T2, S50 LOH FEBRFEIZXT5 ART
O tEEFilll, FRCeEhE, F—F—AFEFROMELLLIC, EFRAIBIC 22235228
HEns.

4. xS AE Bl %K

LOH fEMRBEEZMh B A REL T, FOMmEY 7L 50 FEFIAZTELTHS.
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5. BRHLFAE .

SREHRE BEF (AT AR D BRI G I ISR ZAT\ ), BEMOI A CRIBEGD. ZOBRB L
Tililts FRET O, BEIEE M), Bk, THEShLE, WM, AUFE~08MmeiiEig s
Rzl BELEVWEETH-TH, BR LV AFELZ BN E L, (i ThLBmE
PUETESILGLRIMURE 5. THEM OIS IS R Unds B AR R RE IS T BRI 30T
SERBEMELRIELSD M= T 2RO ) ~OEEHCHBLTVWEEL SEIONE TR, &
RECINEHRA T — Lo b B2 5T LN CERWE DO A2 (- RBHI 87T 5
ZixLfauy,

6. HRGE
B E O REOL LR AGEN B LN LOH MERETEO M ERLY, Mk 7 ml FIRL, DNA ZHh
3%, # 7L DNA BI85 el TH L 72 DNA 20881, Aby 297 A% ElRT5. Zhen
YT NERWTU T O TR T 2R OMIT 2175, i, B30 A N8R 0E A 8o e
F(@RK M FERT I R ASERAT i L 50 SEA (T 5.
1, # JLOAR T T u—F
T 74 AN 2 At BT RE AT 90 B RiAB RS SNP #f 7 o—7 B LU= —5E A (CNV)
MRt 94 HEE R Z 57 0 —7 2L =% v b Affvmetrix Genome-Wide Human SNP Array
6.0 ZHVT, LOH fEBREZ VY S LT AR Bl A 2 i 715,
2. s+ TS o—F
T 200 AR I Lo TR SR MR B 5500 SNP ARIT2, HEESh A M
MR F-OFEFRNY SNP AT 2175, o, — MO SNP [ZoWTHERELAF T 288123~ 1
i Y b 5 (FCS) R Tetra-primer amplification refractory mutation system (ARMS)-PCR % vy
5. [, EN s 2L T CYP17, CYP3A4, CYPI9AL, IGF-1, IGFBP-3, SRD5A2, HSDI7B1,
HSD17B3, HSD3B1, HSD3B2 % T L T\ 5.

7. WFEFEMERB
@ RKF B AR R SRR, Wb LUWFRE
E PR FE MBI 20 (MR, Pl LU

8. HFREKIM

K H~FR224E3H 31 A
9. f{EFEH

Bl

10. FEHIOBRERS
[FIEAFRONIAEHIT, For 7 ABBENERG T 2 ORERIhS.
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11. FPHIShaH ERIE
AMECBINTHICHY, Fiolo@EE R SIC LS RN ARIRE, a2 s aEtkis
W EEBNLRVB AR B THLIERAYHLH W AR LS T A LA R+ S, @
AFESIE L, SO E ARG AT I LERsh, Feh— Attt @A &R E CE
AloettofziE I frbilew, (8ARSINREBET, BECHLTMEDOID 2 5L, HbET
DOBRE D, BEKA, (BT, HiSES, A A28 5 aTiEEA LTI, ZithkSH
i1, BA{ESh i T NOB%5iTes,

— B, MELZES THARRAZITHIL%S, WO THEBELERNH T LA TELWERTET 5.
OB AR BLAESESHE FHO VB TRLE W~ RIS h, BRE&SRLLEALL
FRITAFZE B MIc W bhAaZ it vy, TR FETICHLh MR, FRRELPR ALY CRESH
24, EAN SR,

10. FEEFKEEORERA., AE FIH O M
LREO o RIE G A BB TV RBIL, 2 FURNICET T2 TETHD. s BT
ZTVY, BT SIS - MER R THDLEZHNS.

11. F—2 O M B R

E4 bSh =2 ReBoni-lEZ e =y rarea— 2 TRIFT 288, Bt
EEL: L TCoe T by T 2B a— RO —RF A RIRFGAT AT 5, N —FTAAZ
FIA7 Tk oy 7 ED NS TEED, 2SAT—FRLIZIRT 2 EATER. (KRAOICRIT DB
IEHWAarEa—2T, ZORORESORITFIZRALZLOT, (27— FyboikiEish T
Uigly, iz, X2 VTR Ea— 2 M TSI L b0 Z, BIRETEORN S (T
EHECL, Bh RO A SR =D RIZTD. ZOIINBEO X )T 42#MEbT0I, BEFN
[k B F et b oA

12. ==Y
L.

13. FRREORER
BRICHLT, REHEEE OB AN SARAVTAZLORW IS ERICAM 5.

14. BFEA &
WA
AR #k BIRKEPERF R F R
DA ER LR A M e SR RO TR iz
S EEFE
A 5 Pk o P s e B HEHiz
R L g ] b 4]
Fraviti A Pt I A B PN 2 2 - 1R P iz
IR B fal B

R Rt Il ER
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15.

16.

17

RAIZOVT
ABTIL, ZAENSEE T W AR R #i) & (R OFERE VS,

Bwabi sk
HFE WA i
RIRKFRK PR E LRI LR
D5 A B BT AR e PR AR 0 T IR 2 e ARG (L)
G IR IEE N AR B AR 2R R AR el (43R
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